20239 UET (BB1hR)

oy

& EIERE

BHHIR - 34
ERIRINE - [UESHLIRA]

BAESS vO7J 7O0—-)LERIRNE T —7

BHAREEROFES
872259

21900AMX00461000
21900AMX 00462000
21900AMX 00463000
200748H

0.5mg
Img

2mg

ARFERAE

yOoOIJF>O-Ib7—20.5mgl5ra%]
vyOIJO—-IbF—7F 1mgl>ra%]
yOJ>0O0—-Ib7—7 2mgl 7135
TULOBUTEROL Tapes 0.5mg-1mg.2mg [TEIKOKU]

B 5 © 5 R
W) B - EESOMAE D ERT AT E

2. B2 (ROBEBICIFBSULEVT &)

N
N

AEID R UIBBORE D BEF B D » 2 BE&

3. 8 - IR

3.1 488

W 58 %

ya7sa—)L
7 —70.5mg
[F42a7]

Yya75a—)b
7—71mg
[F4a7]

Yyua75a—)
7 —72mg
[F4a7]

GRIRSY

14
yua75a—)L
0.5mg

1t
Yya75a—)
Img

1t
Yyua75a—)
2mg

s i Al

AFLY AV LY - AFLrTay7aR)v—,
BERIERIRIR (LK. Y 75>, BHT., # L
A VB REINTT 4

3.2 SEIDH

R

W 78 4

Yya7ya—)L
7 —70.5mg
[F1a7]

vya7ra—)
7—71mg
[F42a7]

Yyua75a—)
7 —72mg

[F42a7]

Al -
& %

EEEBHOE R AEOZRMRICIR L. BAEZ
HEDZ 1 — THAE Lok

WIUATE DRG]

ok

2.5cm’

(IS

e——=t
16.0mm

Scm’

g
2
L
L S

22.5mm

10cm? =1
<
[\
on
=

32.0mm

BFIREA
DFRIFR

yua7ra—)
0.5

Yya7ya—)
1

Yya7ya—)
2

4. FHEEX(FFNR

TEHEREOREAEMREEICE D MIRE R 5B

DB

TEXMS. SMESETR. BESER. MikiE

5. MEEXIFHRICEIET B
(REXHS)

SEXMEBRICB I 2 RNEEOERII. MAZXT O
1 FAIZEORRERDOHEHTH Y. MARAT O A FHISE
KL VEROUBPB/ONLVEE. H2VIEEFEOE
FEED SMMAAT B A NAIE S OHFRNIC & 2 IaH 2 EY)
IS NIH/E DA, KEEWMART O A FHIEZ
PRALTHERY 2 &,

6. AENUHE
WH. KAIEY a7 5Fa—)L e LT2mg. /MNRICIZY
077 u—)Le LT0.5~3MAMICIF0.5mg. 3~9Fk
X lmg. Ol Eiciz2mg® 1 H1E. BIEk. EEY
B O LI IR 5.

8. EEREARNIER

(GhEELE)

8.1 Ak - HEEV I ELLHERHLTLHRIED SNV
A (BRI ~2EMEE) &, KEDEY TRV EEX
5ENBDT, FHAZHIETEZ &, B, NRIHEHT
HBEICIE. HHEZELLEEL., SBOBE2 5%
12175 2 &

8.2 Fi¥: - HEZB1 CHAZHRIIHE. REIR. HAIC
EXoTRMELEZEZITBZENNDHZDOT,. FiE - HE
PHBITHERLZVWESIERT S &,

(REXME. BESEZR. M@

8.3 KEXME. BEKEI RN EAEDEHERIC
BV, AHOBSHAMTICHKET 220FEEICHLT
. FERR IR R A B FEE S O fih o ) 72 BRI &
Hd5E58BE, RESZEXIZNIRDDELETLE
ICEEZ5252 &,
¥z, TOEFNOFEHESEMLZD., RS +2TH
Ko TEREHICIZ. BROBEN+H TRV EN
EZONBDT, W RIES»ICEBEEE 22 LIE
#RTHEOEE., REBEIZNIRDLVESE &
FICHEBEE52152 L,

(REXmE)

8.4 AANIMAAT A FHIZEOHREAORGETIE AW
70, BESKHOMGERICE VEREEEZRC-HAT
HoTh., ERiOEREZMARTOA NEI%EZHEX
Bkl ARIZBEMTHWSZ LD WED ., BE,
REENIZNIIRDV B2 AHEICEFRE2E5252
&,

FERRREEI BRI A B RS, SMRIELBNT 5729

OEFNOMHEHAENIEMUIZD ., SHES+ITHLSEST

EGHRICE, EMEBPIAREENHZD T, AR

T U1 FHIZEDOHEBZEORMEREDORLEITH 2 &,

9. HENHRZHIBIEREICHTIER
9.1 BHE - BEBESDHZESE

9.1.1 PRIRKEETTEEDES
TERPHES 5 BZNDB 5.
BMEEDSSE
MENERTHIENH 5.

8.5

9.1.2



9.1.3 DREBDHDEE
DETUE, RNEIREPHS5DNDENH B, [10.2 5
i1

9.1.4 BERRDEFE
BRBASTTHEL, MF 7V T— XD 28 hH
H%o

9.1.5 7 hE—EREADES
BEHEROZIC Z D FERR, RARFENH S5 DIP T,

9.1.6 BERMAEDEE
MEA) TV LMEZE=Y —F B ENEE L, KR
FMIERMIE N ) 7 LAEOBRTHDLY RLICKIETE
MzHmd 5 ENdbH. [10.2, 11.1.2 2]

9.5 1w
AR GER LT W A A RO H 5 R HICIE. BEED
Bty itz LE2 HE SN 5BaIc DA FERHT
5T &

9.6 1%ZLIE
R LOAREROCBIAREOEREZEE L. IO
WE g2 ®RE T A . BWER (S ) TH
THAOBITARES N TV S,

9.7 INBZ
NNREZWNRE LIZBMEROREEZIBE S UK
AERIESEE L TW s,

9.8 SHE
BHRE»SEHZHBT S5 SEEBICERTSZ & —
MAICEIEBRENME TR L TV 5,

10. HHEEH
10.2 HAEER (HAICERTBIE)

R BE HRARAEIR - 1B A% | WF - ERET
ATIA-NT IVEE] | REIR, HEICK | RRIROHTI—
7RLFU» STIHMEIERE | L7 I VEEIZE
AVTaFL ) —VE | ZTBENFH 5. b IR
[9.1.3 =] e ZFD.
FY U F VK &V ™7 AMFEIC | ARE O3> F
TAT 1YY K AREIREAES | HFEEITEBIC
TI) T4V VK | TBENS DS, | MRAAAND Y T
vrar ) % LBEHERER D,
[9.1.3, 9.1.6, 11.1.2
2]
FLRk=vur FIFRANIRAA~D
RYRZ) 71 77 Lkt 1
b RoaLsy e nses,
[9.1.3. 9.1.6. 11.1.2
]
FIFRA
M ZOLAFFTIR
Jat IR
TEHITIRE
[9.1.3. 9.1.6. 11.1.2
2]

11. 8IfER
ROBUERIN S 5 b5 2 ENBHDT, BEE I
o REFRD SN BEICEREEHRIET 57 L

Pl EETS &

1.1 EXRZEIEA

M1 PFI745F— BEEARW)
WG RS, 2B AL, MEFE. EREFOER
BHOLNGEAICIZES2TIE L., YR 0EZIT
52 &,

11.1.2 EERIMBAYDLEDET JEERH)
FHUF UFEA. AT aA REIKROFRE O
ICKVMERT B EFHHDT, BIEREBRETIE
R T 52 &, [9.1.6. 10.2 ZE]

1.2 20 fDEIER

S5%ELE | 0.1%~5%A | 0.1%AKHM | SHAEAH
BBRE . O | ERE
fiE
TEBRER IDETUHE HREALE A
R, AR
gl RE. . A | 2SBRE. (B b
R AR HFELEE, | D&
LUK,
]
HEER D - e BHONMER. T | BEAHUE
il
JFFJiE: AST EF
ALT E5
MK T ERERAE AN
BE HERALE S B B S TRESEN
S, JE R ERALAT ARG
BE. BRALTERE
%
Zoftt | CKER | IWEA Y 7 LE | foE, 1FE | 8. AFAE
DET
) FBUSHE I ERAREREZ & T,
14. BRLDER
14.1 EFRXHEHOER

14.1.1 Bh{ad
BEICEARFZANROEEE L, AFIZHEHIT L X
ICHERP SRV HT XS IHBRT 5 &,

14.1.2 BHIIBS

(1) BSRHESALO R RE # 80, 1BIRIC LT 5 AR 2 Bift 3
5T &,

FERE R % 8 720, BRI EEZ S &N

Y Ly,

AN Z IHPTHREED H B/NRICIE. FOREP R VER

FLICBES 5 2 EAEE LU,

BER (v ) CHREREICIET LS. R

EoERPREDONLOT, AUEHEICHER LR W&,

16. FEWBNE
16.1 MARE
16.1.1 BKA
(1) BOERIRSH
R ASHIICY B 7T 0 — )L T —72mg % 24k5H
MER RS UTe & & DIMIEH R CRREHER T 58
MELIST X —FZLUTDEBY TH o7V,

BAER AR SR O BRE T X — 5

(2)
(3)
(4)

Cmax(ng/mL) | tmax(hr) | AUCo~e(ng-hr/mL) | ti2(hr)
1.4+0.1 11.8+2.0 27.8*x1.6 5.9+0.6
(Mean=SE.)

(2) RIEEERIZSH

EEIRA6FlIcY a7 Fu—LT—7 (4mg) #1HI
M. FHoEIKERE#RSE L & & MmERRE bk
EIZBWT, #E5EREE Cmaxid. 30 EHZEESE &
RAE SR TR EEZ R LY,

) RAOERENZRADLEHRIZ2mgTH 5.

16.1.2 INR
REZME/NREFZ6MIcY O T TFu— LT — S EE
B4~9r% (kE18.0~26.5kg) i3 lmg. F#I~
13/ (fAE33.0~41.7kg) 1132mg% 2455 B [E%
%5 Uz & & O IMERREACRREHER K O H)
BINI A= I TOEBDTH 727,

BAERAL SR DI BIRE T X — 5

Cmax(ng/mL) tmax(hr) AUCu~2s(ng'hr/mL)
1.33+0.21 14.0£2.0 27.06+t4.24
(Mean#SE.)



16.1.3 E£YPHREF R

i i B B

w HE B B

M

voJFO—-IL7—270.5mg [F1a7]
YHa77a— V7 —705mg [7A4ar7] &x7FY
>F—=705mg#x. ZAaAF—N—FILDFhFh
It (va75a—)L& L7T0.5mg) BERASTIC
HERREES Mk, B RRI2408R) L CisErh
vua7ru—)VIgERHEL. §5hEyEe T
A —% (AUC. Cmax) 12\ T0%EMXEEICT
MREHRENT %217 > 7453, log (0.80) ~log (1.25) i
ENTH D . WAOEMENRSEI RS N,
(2B, BERACHT EE581EF, Yyue7ru—)L
ELTIE2mgTH %)

(ng/mL)

0.7
0.6
0.5
0.4
0.3
0.2

0.1

(2)

—e—vO7F0-/L7—70.5mg [FA47]
r =R TF)F—7,0.5mg
(Mean=S.D., n=23)

24
’5%65/ (hr)

HENNT A=Y

AUCo-48 Chnax
(ng+hr/mL) | (ng/mL)

10.75¢ 0.48+
7.65 0.22

10.67+ 042+
7.26 0.20

36 48

BENTA—Y

ti2

(hr)
11.10+

4.38

10.61+
4.19

tmax

(hr)

11.35¢
4.07

1543+
4.99

ya7sra—Lr—7
0.5mg[71a7]
RoFIT—T
0.5mg

(Mean#S.D., n=23)

MAEFREIL CICAUC, CmaxFED /8T X —# 1%,
WERE OB, (AR OFTRINEIEL - RIS O HBRSAEIC
Lo TRLDTRMENH S,
vO270-Ib7—F1mg [F437]
va75rua—LV7r—7Img [7A4a7] &x7+) >
T—71mg%. JURF—N—KIZLDZENZTNIK
(Yyu75u—&LTlmg) BFERASTICHERE
R s (Hoffk, RGATREREI245M) L ClusEhy o s
TU—VRELZREL, BoNEYHERT X —F
(AUC. Cmax) 122\ T0% EHEX B THiEHR
Wi 21T - 7-4E%. log (0.80) ~log (1.25) O#iFHA
ThHY. WMHIOEMFHRSEIS RS WY,
(2B, BEBRACNTHBERIE, yersu—)L
ELTIE2mgTH %)

(ng/mL)

0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2

0.1

—o—vOJFO0-L7—71mg [F427]
r =R TFI>F—F 1mg
(Mean=£S.D., n=24)

24
®5&EH (h)

(3)

HENTGA—Y | BEINTA—F
AUCo-48 Chnax tmax ti2
(nghr/mL) | (ng/mL) | (hr) | (hr)
va7ra—Liy—7 | 11.09+ 0.59+ | 9.08+ |10.40+
Imgl7127] 6.86 0.32 2.10 | 1.86
RIFVT—T 12.10+ 0.56+ [11.50%| 9.71%
Img 7.35 0.27 3.71 1.27

(Mean=S.D., n=24)

MEEHEEICICAUC, CmaxZFED /8T X —4 1k,
WeERE OB, (A OTEREEL - BiEE O BRI
Lo TRLBARESH S,
voJrFO0—-IbF—2mg [FA4 7]
YHT7TFu—LT—=T2mg [FTAaA7] &X7F) >
F—F2mgk. FORF—N—HICE D FRERIK
(vu7sru—)&LT2mg) EERASTICHERF
RiE (Moip. BEATERRI24:R) L cmigEhya s
TH-VREZREL., BN EYHE ST X—5
(AUC. Cmax) 122\ T0%EHEX kI THiFHR
W 24T - 7zfER. log (0.80) ~log (1.25) D&EiFM
ThHY. WMAIOEMHNREESHER S Y,

(ng/mL) —o—vOJF0-L7—72mg [F437]
= RTFIVT—F2mg
20 t (Mean+S.D., n=24)

1.6

m 1.2
i3
®
b3
& 0.8
0.4
B 51%05 (hr)
HENTA—H BEINTGA—Y
AUCo-~48 Cnax tmax ti2
(ng+hr/mL) | (ng/mL) | (hr) | (hr)
var7sa—\Lr—7 | 27.62+ 1.29+ |11.04+|10.95%
2mg 5747 18.77 0.60 2.71 341
woFITF—F 29.65+ 1.24+ |14.50%|10.01+
2mg 20.62 0.63 447 | 4.49
(Mean=S.D., n=24)
IMEEFEEN FICAUC, CmaxZFED/)8T X =471k,
WeBaE OER, (FROPRENEIEL - FEEE O ERSFIC
Ko TELBHEENGD S,
16.3 &fa
16.3.1 $H#EA9

BRAKROHES v MicHC-ya7sa—Ly—7
10mg/kg% 24 MR 5 L7 & &, AFRE. B
HLESDORED OB TR L D &S VST EED
BROONT, T, EREMLEZEZLSNIZRERS
FiNOBITHRER S N7z, D 5 ORI M
BEHBERETH >, S5610. MBS
REK O ETIZIERETH 57245,

16.3.2 MREEFEEE

MES VIR T HEEERIZ28% TH 50,



16.4 (L&

BEBRAICYOT7Ta—LT—7 (4mg) %24KHH
ERER S U7z & & RAI2iE Y B 75 1 — )b, 3-hydroxy
&, 4-hydroxy{& & O'5-hydroxyfk & Z 1 & DIgA AR
4-hydroxy-5-methoxyADia&AE P ICHRE S N7z,
ZoHTYyn 7 Tu— VORI RLRE N 7%
KRAIDAR S NIZEAD 1 EIFHEIZ2mgTH 5.

N4

b

16.5 HEtt
R AICY 0757 a—IL T —72mg% 24 i Hi [ 5%
Ri5 L7 & EoRPERRIIERZIAME cTY O
TFa—LHB5%TH -7,

17. ERPRREHE

17.1 BERUREEICRIT B5H5R

(REXIRS)

17.1.1 ER#%HASE T8

(1) BA

REXMEBFIZFzNRELIYRTTH—ILT—
72mg/HEGEE. 3mg/HEEMBEERY BT Tu—)L
#¢ (2mg/H) RABO3BIC L 2 ZEHE MBI
2B 515 48%DORMEERMEBEICONT, [HE
EoE] DEERLEEMRIZENENSS.1%.
51.9%. 33.3%T» V. [EEWNEZE] DLEEZRLAE
BRI ZNZFN83.7%. 78.8%. 66.7%TH -7,
HITEFFBRIE, 2mg/HESTHE16.1% (10/6241) .
3mg/HEETE20.0% (13/6561). Y a7 50— )LiE
(2mg/H) MRF#19.7% (12/61fl) TH->7z. YU
TTu—LT— 7RI L-ERIE, 2mg/H
BT BE CIRMNA.8% (3/62f). BEE. LUNENZN
ZNn1.6% (1/62f1). »5Nn4.8% (3/6261). Z>FE
#&3.2% (2/6261). 3mg/HEMTE CEIE. IREEHZ
hzhnd.6% (3/6561). HE. CLHRD ., BRI,
AR, X5 R BZEEhEn1.5% (1/65
Bl) . & SFERET7.7% (5/6561). »5Nn4.6% (3/65
Bl). FHK1.5% (1/6561) TH-72",
) REOERS NI ADIEAREIR2mgTH .
.2 EAS MABLLEELER
) BA
REXMEBREFL7IfZNRE Ly T Ta—LT
— 7 2mg/ BB N 7 a A 5 — LI R KA
WEiEl (50pug/ll. 1H2ME) RABO2BICESZ
BEMHEGBICE T 2R 54B%ORKERBUEE
2OV, [HhEEwE] D E2RLULEEDRIEZN
FN52.1%. 32.5%TH 0. [BENRE] DEERL
TBMRIZZENZEN69.9%. 66.2%TdH -7z,
BIfEFEHERIZ. Yo7 Fa—)L7— T T.6%
(8/83fl) THolz. FHLIZBHIZ. FiF. IREH
FNEN2.4% (2/83%1). BEE. B, HhE5H
FhENn1.2% (1/8361). 2SR, hPEINPFEN
Zh2.4% (2/83f1) TH-72Y,
(2) MR
NERESZ B BEL6SHl e NG E LizyuTTa—
V7 —70.5mg. 1mg# U< (¥2mg/HEG B ON Y
07 7a—)UERIE RS > ay F8E (0.25mg.
0.5mg# U< X1.0mg/lEl. 1H2[E]) ARABO28EIC
X B ZEHEMREERBRICB T R E5 2B ORK MR
WEEICOWT, [FEEWE] M E2RUIEERIE
vyua7yua—)L7—7HiE72.9%,. Ya77Ta—L
BBIE NI o0y TRERREH69.1%TH D . [HE
BE] DLEERLUASRIEY 0T T a -7 — 7
£1890.0%. va75u—)UEBIERS (v oy 75l
A 58£88.2% TdHh - 7z,
BIERZHERIZ, Yo7 ru—Lr—FBNEET7.5%
(6/80f) TH-o7zo FHBLLHFRIE. £ EERE5.0%
(4/8081) Ffk. »PEINDBENZTN2.5% (2/804l)
TH-7%
) RANOAGZ S Niz/NEO LEIFARI0.5~ 3 A I2130.5mg.
3~ 9K Img. IR EICId2mgTH B,

18.
18.1

18.2
18.2.

18.2.

18.3

18.4

18.5

19.

22.

TR

{ERtRF

KEXPBHOLZHEMIEA L. B 2B BRI
R0 2EEFRadenyl cyclaseziE{bd 5, Thick
D Ml O ATPAS cyclic AMPIZE L L. REZIEERIEA
ZIRT .

Pt RECE(ER

1 BA
RJEZMEBRE (RA) KYyo7Fu—LF—72mg
ZRBRNCABEBRR S LI RBRICB W T, RRE
KO BRI OPEFMEIIEARTICLNER 2 EF 2R
L. FiRESERR RO 5",

2 VR
REZME/NEEE (FRe» A~15%) iIcva7 s
O —)L7—70.5mg. 1mgXi¥2mg% FREFIIC 2@
RS LR BRIcB VT, BIEREROREROPEF
EISERRNICHANER 2 A 2R U, e E R
BRD 5N,

SEIRRIER
A AREILEY MYO T Fa—LT— T2 REERET
5L RAY I UK BGERAE D EHRCIE S 0,

S[ERHICH T B IEREIRME

ARy BT Fa— LT —7ZREHRET S &R
BT L L KERAENFIEREZR Uiz, £z, Y
o775 u— VIR EMMEER R DEREER 2R
. TOREWIT ZEREIRYE (B 2AMBICNT S
BEBRME) 34V erL /) =L, YILTYE—L, SO
AFU—)b, 7z ) TFU—NLICHLBVWI EATDH LN

7219 (in vitro) o

SEMEESDEERANRUERIER
v a7 7 u— ) UEBIE I REREESEER )
K OHEMER () ZRULEY,

BARSICRAT 3 E(EFENAR

—i%&F5 : v o 75 a—)L (Tulobuterol) (JAN)

: (1RS)-1-(2-Chlorophenyl)-2-(1,1-
dimethylethyl) aminoethanol

: Ci2HisCINO

1 227.73

P HEOBR X IEREOM KR TH 5.
Ay ) —=VIBO THETFPLTL, ¥ ) —
U (99.5) XIFEEEE (100) KB
<L IKICIFEAEET RV,
0.1mol/LIEFEHIRICIET %0
A0CTHRZICAET 5,
A ) —VEHR (1-20) dhettEzRS

¥

AR
{E=F1EER - H OH
N CHjs
H3C CHj
Cl
KOG EMER

il

(=

(yO7>0-ILF—70.5mg [F437])
708 (1#x70)
(yO7FO0-LF—F1mg [F437])
708 (14X 70)
(yO770-ILF—72mg [F437])
708 (14X 70)

M 190~93C



23. FEHR

24.

26.
26.1

26.2

1)

Uematsu T, et al. : Eur J Clin Pharmacol. 1993 ;
44 : 361-364
REEEIRIZD ¢ B, 1994 5 48 (3) 1 190-195
TEMERASE ENER (EWENREFEER
ICB9 2 R
FHEYERIZA @ FWEIRE. 1996 5 11 (6) : 634-641
FHEYERIZA - FERE. 19965 11 (6) : 614-626
B AWIE HARERGHSE. BIIFE. 2021 ¢
C-3279-3284
BEARIEIEIZD @ BRESE. 1995 11 (4) 1 761-782
EARIBIEIZ D ¢ BRESE. 1995; 11 (4) : 783-807
BIBFEIEH, /NERESE. 1995 ; 58 (7) : 1316-1333
HANIEAIZA @ FEH EIRE. 1996 5 24 (4) : 779-788
Kubo §, et al. : Arzneimittelforschung. 1975 ; 25
(7) : 1028-1037
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